Background. Respiratory viral infections in HCT recipients are associated with high morbidity and mortality, especially after progression from upper respiratory tract infection (URI) to lower respiratory tract infections (LRI). Data on risk factors (RF) for LRI and mortality is lacking for HCoV infections after HCT. We aimed to validate our ISI in HCoV infections.
. The seasonal distribution of HCT recipients by month of diagnosis and human coronavirus serotypes for lower respiratory infections (LRI).
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No reported disclosures. Background. (Val)ganciclovir resistance mutations (GRMs) in CMV UL97 (UL97-GCV-R) complicate prophylaxis and therapy of solid-organ transplant (SOT) and hematopoietic (stem) cell transplant (HCT) recipients, but data on prevalence and dynamics are scarce. We investigated UL97-GCV-R using next-generation sequencing (NGS) in transplant recipients with refractory CMV DNAemia episodes and a control group.
Development and Dynamics of Cytomegalovirus UL97 Ganciclovir Resistance Mutations in Transplant Recipients
Methods. Between January 1, 2010-July 16, 2016, 385 transplant recipients were screened for plasma CMV DNAemia. Eighty-seven patients (54 SOT, 33 HCT) with available plasma samples had refractory CMV replication at viral loads ≥910 IU/mL and were analysed by NGS. If UL97-GCV-R were detected in >10% of the NGS reads, all earlier plasma samples were also analysed by NGS. For comparison, this approach was also performed in a control group of 21 patients (14 SOT, 7 HSCT) with DNAemia episodes resolving under antiviral therapy. UL97-targeted NGS was performed using Illumina MiSeq and analysed by LoFreq for variant calling.
Results. Of the 87 recipients with refractory CMV replication, 19 (22%) had ≥1 UL97-GCV-R detected by NGS (Table 1, Figure 1 ), in comparison to 0/21 (0%) of the controls (P = 0.02). Fourteen of 19 of the resistant cases (20 induced mutations) had NGS performed <4 week from onset of infection; in this sample, the mutation was either not detected, detected as minority or dominating variant for 11, 7 and 2, respectively. In the majority of recipients one dominant mutant was induced (68%); ≥2 mutations were detected in the remaining recipients (Table 1) . Most frequent UL97-GCV-R affected codon-595 (42%), -594 (32%) or -603 (32%). The % of C592G was low in in all episodes (<15%) without changing during the course (Figure 1 ). There was a trend toward higher frequencies of donor (D)/recipient (R) CMV high-risk mismatch, CMV disease and prior failure to valganciclovir prophylaxis (SOT) or treatment (HCT) among the cases with UL97-GCV-R (Figure 2) .
Conclusion. UL97-GCV-R was seen in 22% of refractory CMV replication episodes. CMV D/R mismatch and CMV disease were more common amongst resistant cases. The C592G mutation was present in low frequency in all patients, suggesting that this mutation was part of the quasispecies, and not selected by ganciclovir resistance. Implications for clinical management will be discussed.
Background. The empiric initial antibiotic regimen (IAR) for treatment of febrile neutropenia (FN) relies on a knowledge of epidemiology and susceptibility patterns of bacterial bloodstream infections (BSI), especially in high-risk patient populations, i.e., those receiving chemotherapy for hematologic malignancies (HM) or undergoing hematopoietic stem cell transplant (HCT). As the last US national survey of BSI epidemiology in cancer patients was published in 2003, we sought to update these data focusing exclusively on high-risk patients with attention to IARs used and their concordance with susceptibilities of isolated bloodstream pathogens.
Methods. A prospective ongoing survey among 14 high-volume US cancer centers submitting clinical and microbiologic data from consecutive HM patients with BSI during first FN after cytotoxic chemotherapy or HCT. Concordance between antibiotic and BSI was determined by investigator (AZ, AF) interpretation of susceptibility reports provided by each center compared with IAR used, for single organism bacteremias only.
Results. Among 294 FN bacteremic episodes (93 HCT), there were 336 bacterial pathogens (48.5% Gram negative [GN] 46.5% Gram positive [GP] and 6% anaerobes), with 88% monomicrobial episodes. E. coli and viridans group Streptococci (VGS) were the most commonly isolated GN and GP, respectively, each accounting for nearly 25% of total organisms identified. IARs included cefepime 61%, piperacillin-tazobactam 24%, and meropenem 8%. Isolates were nonsusceptible to the IAR in 38/227 (17%) of FN episodes. Antibiotic mismatch was more likely to occur with a non-VGS GP (37%) vs. GN (13%) or VGS (2%) P < 0.001.
Conclusion. This is the first US national survey of high-risk BSI in FN. Although mismatch between BSI and IAR occurs in 17% of FN bacteremia episodes, this is driven primarily by non-VGS GP isolates such as CoNS and MRSA. Currently used IARs, comprised primarily of cefepime and piperacillin-tazobactam, generally provide reliable coverage for GN isolates across the United States (87%) but careful tracking of this rate is essential to identify further erosion of coverage in the current era of antimicrobial resistance.
